Background: TLR4, an essentia[ signatting component of the LPS receptor comptex prays a criticat rote in innate immune defenses against Gramnegative (GN) bacteria, suggesting that it might be a candidate target for therapeutic interventions in patients with GN septic shock. Objective: To investigate the effects of neutratizing anti-TLR4 antibodies in murine modets of [etha[ endotoxemia and GN septic shock. Methods Rabbit anti-mTLR4 IgG, raised against a sotubte recombinant chimeric protein composed of the extracettutar domain of mouse TLR4 fused to the Fc domain of human IgG1 (mTLR4-Fc), or contro[ IgG were tested for their abitity: (1) to bind to mTLR4-Fc and native TLR4 by ELISA or FACS, (2) to inhibit LPS-induced cytokine production in whore brood assay or by primary macrophages, and (3) to protect OF1 mice from or E. coti
nuclear run on, Northern btotting, Western btotting and [uciferase reporter assay, respectivety. Transcription factor binding activity was assessed by EMSA and chromatin immunoprecipitation (CHIP). Results: TSA strongty reduced MIF mRNA and protein revers in whore brood and cet[ tines. Nuctear run on anatyses showed that TSA reduced MIF gene transcription. Yet, TSA affected neither the activity of an ectopicatty expressed MIF promoter, nor the nuclear content of Spl and CREB, two transcription factors previousty shown to be indispensabte for MIF gene expression. Surprisingty, ChIP anatyses rereared that, even though gtoba[ histone acetytation was strongty increased by TSA, TSA deacetytated the histories associated with the MIF promoter. This effect required protein synthesis and was coupted with a decreased recruitment of Spl and CREB to the bona fide MIF promoter. Conclusions: TSA down-regutates MIF expression by a motecutar mechanism invotving a [oca[ deacetyration of MIF-associated histories and a reduced transcription of the MIF gene. Considering that MIF is over-expressed in human tumors and required for tumor associated angiogenesis, our findings suggest that the anti-tumora[ effects of HDIs may be mediated by a down-regutation of MIF expression. 
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Background: TLR4, an essentia[ signatting component of the LPS receptor comptex prays a criticat rote in innate immune defenses against Gramnegative (GN) bacteria, suggesting that it might be a candidate target for therapeutic interventions in patients with GN septic shock. Objective: To investigate the effects of neutratizing anti-TLR4 antibodies in murine modets of [etha[ endotoxemia and GN septic shock. Methods Rabbit anti-mTLR4 IgG, raised against a sotubte recombinant chimeric protein composed of the extracettutar domain of mouse TLR4 fused to the Fc domain of human IgG1 (mTLR4-Fc), or contro[ IgG were tested for their abitity: (1) to bind to mTLR4-Fc and native TLR4 by ELISA or FACS, (2) to inhibit LPS-induced cytokine production in whore brood assay or by primary macrophages, and (3) IgG: 0.5-2.0mg 30min before LPS or 2-16h after E. coil; TNF: 1 h after LPS, 3h after E. coil; ND: not done; *,+P<0.005.
Conclusions: Anti-mTLR4 IgG protected mice from [etha[ endotoxemia, but not from Gram-negative septic shock. Thus, whereas TLR4 is critica[ for LPS sensing, other signatting pathways are atso activated during Gram-negative sepsis, suggesting that immunomodutating strategies just aimed at btocking TLR4 might not suffice to improve the outcome of patients with Gram-negative septic shock. [ Like Receptors (TLRs) are pattern recognition proteins in mammatian cetts that are responsibte for the fever, hypotension, and shock that fottow some bacteria [ and vira[ infections. By serving as signa[ transduction proteins, TLRs recognize foreign antigens in viruses and bacteria and stimutate cetts to make cytokines. These cytokines are responsibte for the acute fever and other earty manifestations of infection. In addition, they are critica[ in the devetopment of the acquired immune response. White the rote of TLRs in the initia[ immune response has been documented for many different infections, tess studied has been the rote that these proteins have in virus associated "autoimmune" or post vira[ responses. Objectives: To investigate the rote of TLRs in the response to Coxsackie B3 virus. Methods: Human periphera[ brood [ymphocytes or dendritic cetts from inbred mice missing TLR genes were stimutated with Coxsackie B3 (CB3) virus with and without antibodies to CB3 and supernatants were assayed for the production of cytokines.
